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Basis of the report 

With regard to the elements of the international application:* 



I I the international application as originally filed. 
Ix} the description, pages 1-49 as originally filed, 
pages , filed with the demand, 
pages , received on witii the letter of . 
[x] the claims, pages , as originally filed, 

pages , as amended (together with any statement) under Article 19, 

pages , filed with the demand, 

P^S^s 50-54 received on 21June 2004 witfi tiie letter of 16 June 2004 

X] the drawings, pages 1/16-16/16 as originally filed, 

pages , filed with the demand, 

pages , received on with the letter of 
I I the sequence listing part of die description: 

pages , as originally filed 
pages , filed with the demand 
pages , received on with the letter of 

SJjtw'^/'' language, aU the elements marked above were available or fiimished to this Authority in the language in 
which the mtemational application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the foUowing language which is- 
|_j the language of a translation fiimished for the purposes of mtemational search (under Rule 23.1(b)). 

Q the language ofpubhcationofthe international application (under Rule 48;3(b)). 

3. Wi^ regard to any nucleotide and/or amino add sequence disclosed m the international apphcation, the mtemational 

prehmmary exammation was carried out on the basis of the sequence hsting: mtemational 
F| contained in the mtemational application m written form. 
□ filed together with the international application m computer readable form. 
I I ^J^shed subsequently to this Authority in written form. 
Q fiirnishedsubsequenUy to this Authority in computer readable fomL 

^ ^t^Tr?' subsequently fiimished written sequence listing does not go beyond the disclosure in the 

international apphcation as filed has been fiimished. 

'-' been SShed*^"' information recorded in computer readable form is identical to the written sequence listing has 

4. Q The amendments have resulted m the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I ttiedrawmgs, sheets/fig. 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been considered to 
go beyond die disclosure as filed, as indicated in the Supplemental Box (Rule 7a2(c))^* c onsidered to 

H anguiauyjuea ana are not annexed to this report since they do not contain amendments (Rules 70.16 and 70.1 7). 
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2 . Citations and explanations (Rule 70.7) 

CITATIONS ; 
Dl: US 5,420,109 A 
D2: US 5,639,455 A 
D3: US 2002/0141994 A 

oti^nnJ^jf ^ST;" "^^""^ "^^'^^y approaches for treating rheumatoid arthritis" Clinical 

Orthopaedics and Related Research, (October 2000), (379 Suppl) pg. S288-99 Ref: 50 

No, tZl^t myfTs^:^"^ ^^"^ """^^^ ^ ^^^rapy. Vol. 4, 

SL'JeTM ^td G CS^^^ '""T' *^-"^g--i-duced arthritis: exacerbation of 

aisease oy M-Cbl< and G-CSF and requu:ement for endogenous M-CSF 

Journal of Leukocyte Biology, Vol. 68, No. 1, (July 2000), pg. 144-50. 
?hl'^?r'^iT^To ^' ^' of Interleukin-l-Induced Effects in Synoviocytes Transduced with 

TNT'^^pr^2fotfJ^''"^^^^^ ^'^"^"^ ^'^"^ ^'■-Py better. Vol. 

D9: Kawamura Hiroki. et al. " Expansion of Extrathymic T ceUs as well as Granulocytes in the Hver «nd 
nydnd Resistance The Journal of Immunology. Vol. 162. No. 10. (15 May 1999). pg. 5957-64 
DIO: Hermans M. H. et al. "Sustained Receptor Activation and Hyperproliferation in Response to 
MyXd Le^lfe"^:^^^^^^^^^ l^''''' ^'^''^^ ^" * Se'JereWi-M ieu^peXAcute 

EXPLANATION- 

D3 was published after the priority date of the present application and therefore do not constitute orior 
art for the purpose of articles 33(2) and 33(3) of the PCT. See however the inmcattonfn B?x^ ^ 



Continued in Supplemental Box I 
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Certain documents cited 



1 . Certain published documents (Rule 70. 1 0) 

Application No. Publication date 

(day/month/year} 



Patent No. 



US 2002/0141994 



03 October 2002 



Filing date 
(day/month/year} 



23 February 2001 



International application No. 
PCT/AU2003/001078 



Priority date ( valid claim) 
( day/month/year) 



20 March 2000 



that inhibits the binding of csf to J^f^^^or fs ^m^o^i«f^^i°H '^"''"^ '"^"^'^^ the agent 

and an agent that inhibits the expr?ss^ csf It^e SlT ""^ !° "'^^^ ^ ^^%or^^^ of c^fr 

screening assays for identifyingSte fl^t Shihit^r ^^'^.^^^^^^ Pharma<=eutical preparations of such inhibitors and 

disclosed in thLbove docSt^^^So^es?^^^^^^ 



The above disclosure deprives claims 1-42 of tlieir novelty. 



2. Non-written disclosures (Rule 70.9) 
Kind of non-written disclosure 



Date of non-written disclosure 
(day/month/year) 



Date of written disclosure referring to 

non-written disclosure 
(day/month/year) 
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Continuation of BOX V 



The disclosure of Dl D2 and D4.D10 does not deprive amended claims 1^5 iBled on 21 June 2004 of their novelty 
mventive step. Therefore claims 1^5 are novel and inventive. noveiiy 
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CLAIMS: 



1. A method for the treatment or prophylaxis of an inflammatory condition in a 
subject, said method comprisuig administering to the subject an efiTective amount of an 
agent which inhibits the activity of an inflammatory cytokine or its receptor and/or which 
reduces the level of expression of a gene encoding said inflammatory cytokine or its 
receptor. 

2. The method of claim 1 wherein the inflammatory cytokine is granulocyte- 
colony stimulating factor (G-CSF) or a functional or structural homolg thereof 

3. The method of claim 1 or 2 wherein the receptor is the granulocyte-colony 
stimulating factor receptor (G-CSFR) or a structural or functional homolog thereof 

4. The method of any one of claims 1 to 3 wherein the mflammatory condition is 
arthritis or a symptomatically related disease. 

5. The method of claim 4 wherein the condition is rheumatoid arthritis (RA). 

6. The method of claim 4 wherein the condition is collagen induced arthritis 



7. The method of any one of claim 1 wherein the subject is an animal or avian 
species. 

8. The method of claim 7 wherein the animal is a mammal. 



(CIA). 



9. 



The method of claim 8 wherein the manunal is a primate. 
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1 0. The method of claim 9 wherein the primate is a human. 

1 1 . The method of claim 8 wherein the mammal is a rodent. 

12. The method of claim 1 1 wherein the rodent is a mouse. 

13. The method of any one of claim 1 wherein the agent is an antibody raised 
against the cytokine or its receptor. 

14. The method of claim 13 wherein the agent is an antibody raised against G- 
CSF, G-CSFR or parts or immunological relatives thereof. 

15. The method of claim 13 or 14 wherein the antibody is a monoclonal antibody. 

16. The method of claiml3 or Hwherein the antibody is a polyclonal antibody. 

17. The method of claim 1 wherein the agent is soluble G-CSFR or a functional 
homolog, analog or derivative thereof 

1 8. The method of claim 1 wherein the agent is a chemical analog of G-CSF. 

19. The method of claim 1 wherein the agrat is a chemical analog of G-CSFR. 

20. The method of any one of claims 17 to 1 9 wherein the agent is a protein. 

21. The method of claim 1 wherein the agent is a nucleic acid. 

22. The method of claim 21 wherein the nucleic acid is DNA or RNA and 
comprises a sense or antisense polynucleotide sequence or a genetic sequence encoding G- 
CSF or G-CSFR or part or transcript thereof. 
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23. A method for identifying an agent which inhibits the activity of an 
inflammatory cytokine or its receptor, said method comprising contacting putative 
inhibitory agents with said inflammatory cytokine or its receptor, wherein the agent is 
identified as an inhibitory agent by binding or otherwise associating with said cytokine or 
cytokine receptor. 

24. A method for identifying an agent which which regulates the expression of a 
gmetic sequence encoding an inflammatory cytokine or its receptor, said method 
comprising contacting putative regulatory agents with said genetic sequence encoding an 
inflammatory cytokine or its receptor, wherein the agent is identified as a regulatory agent 
by binding or otherwise associating with said genetic sequence encoding a cytokine or 
cytokine receptor. 

25. The method of claim 23 or 24 wherein the inflammatory cytokine is G-GSF or 
a functional or structural homolog thereof 

26. The method of claim 23 or 24 wherein the receptor is G-CSFR or a functional 
or structural homolog thereof. 

27. The method of claim 24 wherein the genetic sequence is a genetic sequence 
comprising exons and/or introns encoding G-CSF or a genetic sequence comprising exons 
and/or introns encoding G-CSFR, or a promoter or enhancer region thereof. 

28. A pharmaceutical composition comprising an agent which inhibits the activity 
of an mflaramatory cytokine or its receptor in a subject and/or which reduces the level of 
expression of the gene encoding said inflammatory cytokine or its receptor in a subject, 
together with a pharmaceutically acceptable carrier or diluent. 

29. The pharmaceutical composition of claim 28 wherein the inflammatory 
cytokine is granulocyte-colony stimulating factor (G-CSF) or a functional or structural 
homolg thereof 
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30. The phaimaceutical composition of claim 28 or 29 wherein the receptor is the 
granulocyte-colony stimulating factor receptor (G-CSFR) or a structural or functional 
homolog thereof 

31. The pharmaceutical composition of any one of claims 28 to 30 wherein the 
inflammatory condition is arthritis or a symptomatically related disease. 

32. The pharmaceutical composition of claim 31 wherein the condition is 
rheumatoid arthritis (RA). 

33. The pharmaceutical composition of claim 32 wherein the condition is collagen 
induced arthritis (CIA). 

34. The pharmaceutical composition of claim 28 wherein the subject is an animal 
or avian species. 

35. The pharmaceutical composition of claim 34 wherein the animal is a mammal. 

36. The pharmaceutical composition of claim 35 wherein the mammal is a primate. 

37. The pharmaceutical composition of claim 36 wherein the primate is a human. 

38. The pharmaceutical composition of claim 34 wherein the mammal is a rodent. 

39. The pharmaceutical composition of claim 38 wherein the rodent is a mouse. 

40. The pharmaceutical composition of claim 28 wherein the agent is an antibody 
raised against the cytokine or its receptor. 

41. The pharmaceutical composition of claim 40 wherein the agent is an antibody 
raised against G-CSF, G-CSFR or parts or immunological relatives thereof 
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42. The pharmaceutical composition of claim 40 or 41 wherein the antibody is a 
monoclonal antibody. 

43. The pharmaceutical composition of claim 40 or 41 wherein the antibody is a 
polyclonal antibody. 

44. The pharmaceutical composition of claim 28 wherein the agent is soluble G- 
CSFR or a functional homology analog or derivative thereof. 

45. The pharmaceutical composition of claim 28 wherein the agent is a chemical 
analog of G-CSF. 

46. The pharmaceutical composition of claim 28 wherein the agent is a chemical 
analog ofG-CSFR. 

47. The pharmaceutical composition of any one of claims 44 to 46 wherein the 
agent is a protem. 

48. The pharaiaceutical composition of claim 28 wherein the agent is a nucleic 

acid. 

49. The pharmaceutical composition of claim 48 wherein the nucleic acid is DNA 
or RNA and comprises a sense or antisense polynucleotide sequence or a genetic sequence 
encoding G-CSF or G-CSFR or part or transcript fliereof. 

50. A vector comprising a genetic sequence encoding the agent recited in any one 
of claims 20 to 22, wherein said genetic sequence is operably connected to an animal- 
operable promoter sequence. 



51. 



An animal cell comprising the vector of claim 50. 
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52. An animal comprising the cell of claim 5 1 . 

53. The animal or cell thereof of claims 51 or 52 wherein said animal or cell 
thereof is a mouse or mouse cell. 

54. The animal or cell thereof of claims 51 or 52 wherein said animal or cell 
thereof is a human or himian cell. 

55. A targetting or marker-exchange mutagenesis vector useful for inactivating a 
gene encoding G-CSF or G-CSFR in a cell, said vector comprising two segments of 
genetic material encoding G-CSF or G-CSFR» or fragments thereof, flanking a positive or 
negative selectable marker. 

56. A genetically modified animal cell comprising the vector of claim 30 or part of 
said vector. 

57. The genetically modified cell of claim 30 or 31 wherein said cell is an 
embryonic stem cell. 

58. A genetically modified animal or embryo comprising, or being derived firom, 
one or more of the cells of claims 31 or 32, wherein said animal produces low amounts of 
G-CSF or G-CSFR relative to a non-gentically modified animal of the same species. 

59. The genetically modified animal of claim 33 or the cell of claims 31 or 32 
wherein the animal is a mouse. 

60. The genetically modified animal of claim 33 or the cell of claims 31 or 32 
wherein the animal is a human. 
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61. A method of producing the genetically modified cell of claim 31 or 32, said 
method comprising introducing the vector of claim 30 into one or more embryonic stem 
(ES) cell(s) and selecting for expression of the selectable marker gene, wherein the G-CSF 
and/or G-CSFR gene in the resultant transformed cell(s) is inactivated by homologous 
recombination with said vector. 

62. An in-^nvo method for identifying agents capable of inhibiting the activity of 
G-CSF and/or inhibiting the mteraction of G-CSF with G-CSFR and thereby ameliorate 
the effects of inflammation, said method comprising administering a putative inhibitory 
agent to the animal of any one of claims 33 to 35, wherein said agent is identified as 
having interactivity with G-CSF or G-CSFR by the agent having a detectable physiological, 
effect in a wild type animal of the same species, but a reduced effect in the animal of any 
one of claims 33 to 35 which exhibits reduced expression of G-CSF and/or G-CSFR. 
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